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(54) MONOCLONAL ANTIBODY TO PRION PROTEIN 

(57)Abstract: 

PROBLEM TO BE SOLVED: To provide a monoclonal antibody reactive to either of 
normal prion and abnormal prion derived from different animal species. 

SOLUTION: This monoclonal antibody is obtained by the following process: for ^ 
example, prion protein knockout mouse (PrP0/0) is immunized with prion protein, the £ £ g 

splenocyte from the thus immunized animal is hybridized with e.g. lymphoblast. and g jM. £ |j 

hybridoma cells which acquired HAT resistance in a HAT selective medium are g ^ j\ x < 

obtained, and from the resulting cell group, the clone in production of the objective £ l^. jjjm}}}" ' 

antibody meeting the above-mentioned reactivity. For the analysis of the antibody's g ^\£t^-fc 
characteristics, its recognition reactivity to recombinant prion protein and natural & ; f - = 

prion protein derived from a plurality of animal species is assessed by the use of a £ ^ 
combination of immunoprecipitation method with Western blotting method. £ - 
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(57) [B»] 85 

hv^x (PrP p/, )*7'';*>*>^f»«:J:»)*S 5 1 i 
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(2) 

1 

mm i 1 hiEnw *>% 

a (PrP) RCXMm^'jt^a (PrP**) (CftBOft 

■jM&zmmi>> (prp> ictttz*; 

[I8#JI2] ';3>^>h-5VPrP(rBoPrP) CCiS 
£T£. 1 CCiaSSOmAb. 

[ft#>13] D3>e:f > r ^A*£-PrP ( rHaPr 
P) icm£tl. 1 (Cl5K©mAb„ 

[lg*IS4] 'j3>tf^->hv^^PrP( rMoPrP) K 10 
££-f£. §ft#^ HCgBiS©nAb. 

[it#Jl5] D3>fcf:f>r t f-PrP <rHuPrP) 
if im 1 SCg2lK(DmAb 0 

[ IS#1 6 ] 9 S/ PrP ( BoPrP) h . Wm. 1 

[IS*ra7 ] ;>AX£-PrP (HaPrP) (t$g£-f » 
#H 1 CtfBtS©mAb„ 

[IS*^8] V^^PrP(MDPrP) K^rS. W*^ 
1 ICfBKOnAb. 

[ SWOB 9 ] t r PrP ( HuPrP) iC^t h . W#Ig 1 20 
(CieiSCmAb, 

[ffijJ^S 10] r BoPrP r HaPrP. r MoPrPfe r H 
uPrP©2«±Ki££-f lfl*« 1 CCia«S©(irtb. 

[t|5fcJI 11] r BoPrP r HaPrP. r MoPrPteitf r H 
uPrP tC#m<,Zlt££?Z>, S8*3« 1 0 {CEJSCDinAh. 

[IS^12] BoPrP, HaPrP. MDPrPte<tO f HuPrP©2 
eUiKIS^-r*. M4»9 1 K:lBtS©mAb. 

[IB^<IH 1 3 ] BoPrP, HaPrP. KtoPrPteJ^'HuPrPtCit 
»«:|g^-rS. 1 2 KiBtt©mAb. 

[M$B14] d»n-?hy9 7^-a»K|S^3*fc 30 
i££K$flfil# 5 A ? n -7 \- if 5 y ■< - ItCte^X rHuPrP£ 
ffl»-rSCi©-Ct5. M#JI1~1 3©l»m*>l JS 
tClB®(©in*b, 

[M$JI 1 5 ] iE#^Aa *-H*3l»B»WP:/n 
^-/t— fe'«JSlnttPrP(PrP'"*) . lE^v^ISS^ffi 
MAIB4> PrP ' ' fe <fc Cf /* fcttfc I- #gimnA£tlM 

[I9#JS16] 5fe)$^n7'y>T-fyf -fr/tfigrc 

fgJfWI 1 ~ 1 5 ©l>-f ttfr 1 JgCCfBiECmAb. 40 

[iiwoi i 7 ] nt$g i ~ i b ©i»r*i*» i ^(ceit 

[18*11 18] 7* 'J (PrP"') 

mm 1 7WE|KWyy F— «MBWF& 
[ljt#Jfl 9] M$gl 7KfB*S©>'W7*'J F-v* 

ifcJSl 1 ~ 1 6 ©OTtl* 1 E<CiElS©m*b©f!Bfcfr 
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[^©ffcfffl&t&W] 
[0 00 1 ] 

xtziE® (pro Rvmi%;?v*>m& 

(PrP'JfcfcttPrP") K±tffl©»^»jt«:S^Si^ 
(0 00 2] 

[WMftflS] *£jH4&*!lt£)ISffi (Transmissible sponiq 
form encephalopathy; TSE) {*, MifiM&W (X#>y 
tK) fcMlvJEJCSSBJfia'I'T***. C©TSE«> £«© 

-m (css) . mmm&mzwm. (ffd ^©aeffra 

• (bse) . *04fe50tt«riMM*JK 

:foM0RjBtt (FSE) . 3>*fttlttrUttE (MS 

e) . ^mmrnm. (quo) mtcommM*. 
[0003] ttc. ^s-c^*«:raHi«ori>s^a 

SCJD ( v OD) «. BSEOfflasH^aiffl/f 'J 
^@<*©^<{CitjiL-C7 , 'Jt>3ie (PrP) 

ft/cge©it$fa*B*6ti5. c©fc». cn6©i^,ii 

[0004] 7* •) ^>g|4 1 >^ <§**©&#«. TSE©jgi 
^t40IMB^©^4:L.rO/c^^>U- • 

■T- ; Proteinaceous InfectiousParticle, prion 
*y) J i«-5tffcCiK«fc*. •7tois1--n±1fiC<D 

[000 5] C©7 - V *>jR©!S^)f|JlH^*i. 
^■>SE3 r * *3W5*>B*«{cWHrc«<t K 7- y * > 
gfitt. ^-C©H(t*s^a«:Wl/-Ct,>SSG^- (Pmp) 

^tt*) t?**C<t*JfflWUTl>4. COtctbT'n'isi- 
-»±». PrnptefeOiEmftge^PrP 1 . A««cA^1t 
j64W0/cSa4PrF"4«^/c PrP i PrP '©US 
<t*W&«ftt». PrP»S. *©^^«C3 *»0o'MJ 
•^^Xg|3^}#0©tC>P]L/, Pif'tt^rtOo^i; 9f 
X*SrB^ b (8 h wmic&itLX^ 5 i l> 5 *>©•?& 

[0006] W#©iS^»ji©fil->W. 7"Pf- fe* 
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k(pk) 4(,0«a»)W»JRK»1-SjBSStt©asi-CJ: 
<tfcttl3ftS. BP£. PrPBPK{c#tT®£ttTj:<# 

£©/<:». UiUiPrPSrPrP". PrP"£p 
rP"* il^^f^T SC £ T'Jl/i/t-fS 
±©iiST«, Prt*'#PrP t KSttk«£tt*ft£t£ 
(CJ:*). PrP£Prf*"^{b31f6£(,> ; 5C£#St©g 
£©!^t4©*^r&S£l,>5 &©-?*-?/<:„ Se-dT. 
PrP' c ^iftSlt.W«:PrP^PrP' t ^{b$-e, ifJIf-S 
£^C£*i7\il^>:f-<S!&©#ST*5„ 10 
[0 00 7] 1/*>U PrF**#llli©8tltl^!l&bTJfi 

>fS±«, r|fi^(c«©A6%t,^ff-Ci3^L/tPrP 

,c . gfcMSLi^©(*. m.m^vm&T-T.^micmm 

A^/cJ il^SI^^^Lfc. C©*g£Jm Pr 20 

<. cwge^S^tt^-^ii-^^^wisa?^^ 

[0 00 8] L,*>U PrP"*J!l^14^^FO*55^ili 

mKD£<©SF^#C©J:5&B^£$^L/t#i. -? 
>)*>ffi£ Ml *>*IISt!E:Wftt »B?-ttPrP* * V$> h £ I ^ 30 

tBASj: < . * tcftmm < pri" s c £ 

gT»*.S£3hTl>.5. 

[0009] c©«t^4B(fi«:m>**flisai4br. 

^mAb-C* h . C ©J; ^ & PrP" ' ©8gfc)iS#«ii© 
*4iSS|-r*mAb{C-oi»T«. S£#yWX • *a -I/? 

tA^©^-^«ts. fe-r*-wo#«fe*«*s 40 
**. ■e©fixi*«Jl&r»^<ffli^ti'ri^ J cu 0 *i£B>; 
#H£B-C«. HHKJSftlBLfcBSE <E4*I) £*ntc 
N8 Wc v C3D*iB5r JgS *iTAt !&raH£ ft^fc 
0. Kem*l5)tt (EU> ■C»£»3 0»-/J«±©$i'fc:o 

[ooio] ±^±5*pri* c #gWK«lfi*HSl 

l^^£ttft#*£©:OitfT\ ElK?tt. COflBBCflJl^ 
SlKf*£l<TPrP (PrP* • PrP'PST-f V7*-A) £^ 

ms-t^ch* (6H4) zmwttfttb. wzimzar:-? 50 
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T-|S]^-r5£l^^ C7<)*~i>Z?Zt-) J £-0 
[0 0 1 1 ] 

[fiE*©8flS] fiBfc. TUISStlT^-SeiPrRiiAbB. EU 
(Btem&ISJft) K J: 9 f££ 3 ttfcewfc J: ffi|?-C8»J 

CC^§*lfc5iPr1W*f*S3F4©*r-S>5. 3F4JS& 

tt, MAX£-prp£t hp r p«:©^5(c;-rs£ft;?nr 

— #6H4jK#«> ^vPrPfcjft&^T^AX*- 

• • t h^. £<©3iM&@©PrP£fgf8lS£T£ 
£$*rC(,>S„ L#>Opiftnft£fc. PrF©-#flf£icS 

fl]o-Ct,^„ Lfcii-^-C, C©Mta^ffll^c^HJ^-C 

[0 0 12] COTcit). PrP"*&tii1r2>tclbm*. Hi 

ft*^»picrjiasofc& > sDsRy-'iaTtiij ( 2 - y 
mid— )ixf>^p-; hti^^^^^Jcfci^iSfc 

5r£6?5^#^C>„ ^7'';^>£femton^PrF" 

®«afaws:xiiJB©a»«:ieH-r * c £ aquarc * s a 

A«:it**a^A&5. t©J:Vj:tfl«£fg*;L. * 
SPrC ' ©W^jt^SSS^ ZViWZm Z C £ ^Jg^ff] 

(c ! t:>s%ycaT'«)») 1 ^<©9f5S^-e-©?i^ : &b-ci» 

^*5 > PrP f ( PrP* " ° ) OlIi'JZffl'MQyfr %W,afc$i> mAbfJ 
mtiZifiPrf" (PrP— )©J«*aBS©*4BBir4ta 

[0013] tse©x * >; - ->^©ftfi«. ^fem 

-e©/c«f). PrP=te«tO*PrP ,I )K^{C^a©S5 

prpm&z&icmmiikML. x^vrmmia: n p r p * 

*tt^#£#^.e.n-2. D C©/cd?){C«, PrPfeii^Pr 
[00 14] 

jff©rasi^*iitc prp- • ■ (ofommamt mmk%. 

TIB) Ctt3?©mAb£jS£f S ^ 'J F-vfflBtttS* 

sjsi/, (2) *<mtmz¥&M)icmiimTz>c 

£. -e©»ft^f>ff6nft:$ift:A5 (3) PrPCPrP 1 , PrP 

r ")<Dm-'XMmc&js?zijijM&fcmt:m®iL. (4) p 

rP'teJryprP" (PrP— > ©t83S?SBI?rpJ6g£ 0. 
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(5) wfDmiwmtmmwr?* (w ••) saota 
ai*»jfiB4u (6) prr^saofffi^siftftJKBJK 

BEfc»»Wft3B»3^*«r«Eb. (7) SMEWS 
[0015] 5 iS*tt»««:**ftiHHfcttor 

l>&XR9ao ( vCJD) *$BSEB^©«PBl'*l/+--*i8 

WIHtft9oo*45/*ftffiK»ffi«8 (cnonic wasti 
np disease; CWD) CWSBRHWt FNBJfeb VCJD4B 

o) ±e (4) - (?) om^mn^ct. 

[00 16] 

^»;*>ga (prp^") «c*ii(Djs^»ffl*s»-ri. 

7*»J*>g6 (PrP) tC#-ra*y^n-^J!/tait(mAb) 
«r««-ra. -tlBOmAbtt, »*L<«, 0>&<4fc. 
»Jn>tT^> F^PrP ( r BoPrP) , 'J^>t:t>h^ 
AX£-PrP( r HaPrP) t 'Ja>tt> F v^XPrP 
( r MoPrP) £ fctt >J n > t*^> F t F PrP ( r HuPrP) 

[0017] ±IBmAb6J^ fc. ff * L/ < tt, 'ptl < 4 

«^>PrP (BoPrP) % - /\A**-PrP <HaPrP) . 
XPrP(MoPrP) ttcttt FPrP(HuPrP) fcl|§£-f£ 0 ± 
fEmAbB, JtiF£b<U:> rBoPrP, r HaPrP, rMoPrPteJ: 
tfr HuPrP© 2 W±(C|££U 3 6CCW£U<{*> r BoP 
rP. r HaPrP. r mPrPte£V r HuPrP ^iftC^T 
£ c ±EinAbtt» jffiKtt. 4>&<4fc, BoPrK HaPr 
R MoPrPfe^^HuPrTOZ^tC^l/, IWfU 
B % BoPrP, HaPrP, MoPrPfciC/HuPrKC^jMOClg^l- 

[0 0 1 8] XmWOmHAZ* i?£L<&*, ^P^h^ 

4l7 , ^^>f^-^ld£Kt^PrP(p^P re, ) , lE&v^xflgj 
S3MiH»B*Prf jr "*jJ:CF/*fcBfc 

[0019] Hfie<D^-rti^©mAb4S 
>ae^»v^X (Prf* /0 ) SrPrPTftSU f*<Dv 
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[002 0] 

**rsjE«©^y*>^>ys^a ( Pr ^) r#s»© 
^»;.*>^>a^h (p r p r ") *a»-rac4*«*«4 

l"i?W (PrP) Mfc<60tt^**<DPrP* 

±ie4m^ v r^r^6OPrp^ig^i-s 0 cct, 
raarsj 4t*> *sa:Kffix«^xx^>^ay f 

S© W»«©Prl* ROW ' ' ft *©PrPCC*a©K^«l 
[002 1 ] $9M®n*btt, nAWD4S©fc*<DHJ3I© 

n-vtnB4»£s*T/w*y k-^*». 

J&«*j^6B»4-rSmAl*»IR-rtitfJ:l^ 
ftSSLtbt\t. ffS<Dtt«**<DPrP*flai>4»#ffl 
* % WAS, V^X, fc h^OPrP 

%fflt»SW*iffl*. «CC^^ft*OPrP5Wfta*3»Bl» 

[0022] mAbSjsa-ra-'W^i; F-vofpsw© 

30 8tirc»S|Mh. S» Fft44fflC^* 

^ai*. «F«CPrPHe?*^«Ofc»«, «F^PrF®£^ 
afiO^J^'JFvMWSU). PrrtteT- 
iWKMLltSvZTy Fv^XB, Kuwahara6. Natur 
e, Vol . ,400,No.6741,pp.225-226(1999)CC|Btg^nr 

[0023] *»WOmto4Sa<OPrP4©JS*£;tt*S(Sl 
"fStCB, WAK % rBoPrP, r HaPrP, r MoPrP, rHuP 
rP, BoPrP, HaPrP, MoPrPX«HuPrP$:tilJ^4 Sfiffi 
40 ^CijlffiCD^4fgCDrrAb4, 0.25%CD F ^ ^ ->20 (Tw2 
0) *mfWrti'M%T)\'7*Zs*%tS#)\''<<»*mW. 

HK^ttttffiifrB^L. 4'c-e-ifeJSjCD3ii, 

7*07*^ >G"fe77 U — XCL4B (PC) lGKHMRglOjf 

i*ii«©iYi*H»-rac4*«ai-sfca>«ctt, 
oprPK^orcostSi^n-entfftor, ztibots 

[0 024] tttmoutotfi* jEKt^A^ jr-BA5Mi 
50 ^H^^Pt"^^— fe'^gttttPrPCPr^ 6 ') , iE^v 



[002 5] *^(DmAb^^avh^^7 -f -fiitec 

whs? 7 Q-zci4m*im£$ittcv-~x%imb 

iSBftfcilU Ol>T0.05%Tw20&tfO. 5^/10^ 

E*£t»omMh y^HSWASSt (ttbs) "C-hfrfftfrb 
mmtKtm (elisa£) fcJ:9Kv«?xft&#ti:/ 
[0026] 

20 

||j»0SW:*5C^ffifla-r*ll»fef^4Lr, rBoPrP, rHaP 
rP&tf r MoPrPteX >f X 7 »J ^Xtt^^BIA L fc. 
r HuPrPtt. b h5MHj6iejlil8b&>6i8S[l//c^V ^ 

hw^&PmpjBfe-T : *PCRtt«:J:D» k ^oy^tiT^^* 
ft:, rHuPrPgfiCDfBI^ Qf7V iVfr-ffr-iOKry 

-Xa4BCC^^S^rglPrPSSln*'7A*ffi»U, 30 

r HuPrPga^*i|Lfc^;IHafflSM«*a®3#ac 
[0027] 6H4SCK3F4S m*bti:&* *~£Xtt& 
(nHaPrP). XPrP(nMoPrP)« v ^tl^h^AX 

5^bbPrP(nHuPrP)^ th«»g»Mil 
[002 8] 1 . mMDftM 

>gfi (rtoPrP) tMb. «O^MMB«E|BgB% 

tf >^Hc*C h & P3/X63/Ag8 • 653d: # 'j X * !✓ > ^ 'j 

[0 02 9] (PrF>'°) £r 50 
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toPrPrftJ$T*C<fcK:J;D, Bfl^CCftllW&iaPrifi 
tcmffiffiMmfr h > tbtcv BoPrP£ 96K A 

-7) *j«j(iLfc, >w:/y F-vim©5fe % mmm 
[0 0 3 0] K^«ji©siasj>**n^(Dig^©sfcB© 

ft (Aq- Ab) ItCZhfcyaT-OctyT D-XCL4B (P 
C) fcttl*, 4°C^^2^Jgt5$iirf#6tl/cAq'Ab 

5 vyjimmcm (sdspage) -caiibfcft 
#>:/u? M£ (wb) vtfOZ-VfyyjWpj V 

(FVDF) R±iCfl*3iMfc. 

[0 03 1] fcr**>g^3F4 (3F4Bi) *£t>ttfcT** 
>«H*GH4 (6H4B1) *-vfct«k b^>t£tffiKv^ X 
Fc(r) (aMoFcrBi) *n^la*. Tbry>-e*f" 
>glWJ7^7 7^t' (Avd-ALPBi) 

4Z#tf/itt£bT, 5-^a^-4-^oP-M>FV 

(BCIP) Rtf-hD^-f^^/y^A (NB 
T) CC«fcl)»feS#a<tl^, IP-SDSPAGE-WB-EIA (SIS 

[0 0 3 2] C^Lr, »-H»©^-f^«J 
/c 0 ttlh<D^4~7V K-v<DF^ 3 ft?: Mouse-Mouse 
hybridoma 5C8-105, 5C8-109S^5C8-U3i^rg 

(=i= 305-5466 2Stt!RO<tfrUKlTBl#ttl 
6) CC, 2001^10^ -etl^nFERM-P18601, FER 

M-P18602, S^FEI^-P18603iL/T^$n/c o 

[0033] miLbfttmm\t. mimvc&&&tt 

Ztcth. 10%^^BSilJfilP^W]A/cRPMI1640fgiatC$6 
CClng/h»l©-/>^-0>f*>6(lL6) 

3 7°C5%CaTr^»(>/c 0 HATffitntt^^ffL 

^^RR4I1640JSia(ClO%BM5O^^^/c^#ig^fflCir 

[0 0 34] gaBg»2 . mAbOttW<D^W ( 1 ) 
C OlSSWttt, r BoPrP, r HaPrPR^ r MoPrPS * % 
ttfUSJgliU *^CDmAb[5C8-113 (L/->3) , 4B2 
-56 (U->4) , 2F4-67 (U->5) . 3F3-03 { I/— 
>6), 3F3-06 (U->7) , 2F4-67.24 ( 8 ) 

SO*5C8-105 ( l/-> 9 ) ] ; $ftKDmAb[6H4 ( U-> 

1 ) R£/3F4 (U^>2) ] ; $ CttCtftftft b 

i) ©. »j3>tr^>hPrfSe«:J*rSKttlS'&tt4ft 
ffitKffirttiSbfc. rBoPrP, r HaPrP&tf r MoPrrti 



9 

— iJWIWCSVi'i : PH(Q)OGCWCQ) *^fa<hl> 5 fc<D 
[0 0 3 5] Cft&3«©rPrPSe©*h«l«\ if 
6K4rai7JM2WfflEl£3tf % TTBSTSfcfrU sds 

»*#BU W^xX^^a-v hffi (WB)TFVDF 
JBCC|+^3i3r. rfj^(03F4mAb*fctt6H4raftb*— &7*P- 
* +4 r tS^'?XlgGtS**I^^O--^il/TTJl/* 

CT\ 3S©y3>fcT^>hPrPKMiiflBmAbi^5)£ 

[0 0 3 6] HlttfffimAbSi: r BoPrP<h(D5l£tt£ft 20 
*f ££mAbte. *aitBffirtt6H4R^3F4©PS mAbCCjt 

fui2inAbg¥#prpga$^ 

C±*ftl/Cl»8. @2a«Blil5j«©ftattl^ 
^K*rttoPrP^r*f^SiJS, B2bttrHaPrF*»*!SJK& L 

*C. fiJEmAb»W^-rn©tSftt. flBLifcrltoPrrtCJt 30 
U-C6H4tecfctf3F4 raAb4H»«±©SlStt«r}#^Ct# 
to**. 

[0 0 3 7] 5 5CS-m 5C8-105 ^mAb£ffil>fc 

*5cfctfU->9; *ED) ) . C©4H^fiH»** rMoPrP 

it^«Fa*»o. ^flaD»B«Lh«C*S55«PrP (nPr 
P) fc, ^(D^^mStt-S^i^C^rC^iiS 40 

[003 8] B2b5* v r HaPrPSrWftJSJgli Lr&gft 
»^ft*bfcfc<E>"C*£. rBoPrBfaJ:tf rMoPrPiftft 
tfflK±Lfc»£±0tt % 6H4&tf3F4 ntAb<tlaJigg*&t> 

tat*wa±oew/i> K#stf>6ft<5. sect, scs-u 
3 (u->3) sc/sca-ios (u->9) rtt^tto fiSitt 

y-XmAbEW«*C]£fiH©tt»«©rPrPtD % S*«Jfi* 50 
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■■tew-rsc testis. 

[0 039] C (D5C8^ y - XmAb#, JQ&PrP ( nPrP) 

OT^So C<DH*6W6*>&<t^CC % Bt#<D6H4*><t 
£>'3F4 mAb&DHC 5C8v 'J - XmAtafcW©mAb*ftffl Ufc» 

r, 5C8-U3 (U->3) £tf5C8-105 (U->9) 

u/cs^fcwprpcDgftftccffl^Ti^afiaose 

K#B»&*lS (fcEP) o Ctltt, Cft6CD5Cfr> 
>; -XmAb^HaPrPtDiff^^^**T*ttlS^S^iS 
a^*4C^SU*0*'Cac<. 5C8^ U -XmAb#nPrP# 

[0040] ^jSg»3. mAbgttgOM (2) 
t(D|9SW*» 4%W<DmAb 5C8-105, 5C8-109. 5C8-11 
3©, r HuPri^»^ SSfBttiftffiitKi* "CttBT S 
<DT'r&£ 0 rHuPrPte, t h%imk&tm&%4 s s $ 
» £ ona* 6. th Prrtte^SS^^rite^ * p - # 

£o CCOrHuPrPOftfttt, **©Pri«a©S/y^E 
*J8«3*fc*«S-ti\ *©WtoO«c^*^>ISA»tt<W 
oTaq) *^tffciOt?*S. CCD<fc 5 hC <b 
Pr«a©**©«»*«r>fca*, 

[0 04 1 ] B3ttC©J:5R:OTttRl,fcfc hPrftie 

»h^4r->r*«. ecru, ^p-->^L/dte 

T*CjgBL, rHuPrP^g©*ii>*j!PtffLft:*>(0*r* 

>i: ^D->9, U->2 : ^n->n. 
>3 : #P->17, U->4 : ^P->18. U->5 : 
^D->19, U->6:^P->29, U->7:^P- 
>31 U->8 : ^P->34, b->>9 : *P->37, 
U->10: ^P->43, R^U-Vli: ^P->44"C^> 
^P->11, m 19, 2SRiy44*irHuPrP6J:<l6 
«l/tt>SC (B*. ^35-37kDaCD^H}gP 

tlVl'ikte? P- >44^ffiCiT r HuPrPtDfNRStT 5 C <b 

[0 04 2] B4(i, e«L/fc*JBaS^P->444»B 

W0mAb"C*-S5C8-lO5 k 5C8-109RO'5C8-113, ^O'iCK 
*0mAbr^*3F4S^6H4 (rPMmAb) ^r^flgi LX. r Hu 
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£^?tc$>> ^ttCT)®C^I]^D->CDmAb, 2F4-XU 2 

b->i:ffl«SM±». U->2 : 2F4-18- ru 
3 : PBS, b->4 : MoIqC >->5 : 2F4-11, 
6 : 5C8-109, U->7 : 5C8-113, U->8 : 5C8-10 
5, U->9 : 3F4. &tfU->10: 6H4T#>£„ ffl1f> 

T'^r r HdPrF®ttM&&fcft¥t f##> 

Stf 3F4PSmAh36VK:*^W05C82/ If -X<DmAbT'£>£ 5C 
8-105 v 5C8-109&tf5C8-n3rB2>>&9 9JBttrSS^> 10 

y^t, 5C8^y~X©3«©inAbW:. rHuPrPCtftU 
r fcj^itKffiK: J: 0 * C £tfiKB£ ft/t 0 

[0 04 3] g«fcW4. mWOttKOWJ (3) 
C©*fcWtt, JWW2ac«B»«3T«BUfc*aW 

tt£*B£^©Utti&f£&» nPrPCCO^rWBW* 
t>(Dr^>^o ft*^A**Hfctfv£*©KK#IH (ft 
*HaCMF, mdcmf) RO't hJ^tt&^fflffflSftii (hucm 

F) $OPrPg&&WMtfjiB>tLXl8[,>1t. HaCMF, MdCMF 20 
■To 

[0 044] 05CC*a>t t A **HaCMF, z**^ 

BtfMoCMR ^^;l/C^HuCMF^*5iJ^iLT, 

i immczzftimmmL, u->2 : scs-ios, u 

->3 : 5C&-109RtfU->4 : 5C8-113© 3 S(Z>mAb, 
il£WC#fM£OT v 1x->5 : iSIR©3F4inAb, 

xf^P? hffi«cj:4»*T«fofc«>©r*6. t»r 30 
ft© A* ;U & U - > 5 #rf?K© 3F4K J: 6 i> <DV h 6 
tfi* 3F4-Ctt<5f©R»iB«rffl(r>rfel8«a:«e^> F# 

ft, MoCMF«rSt*tSlKib/c»^*C«. MCCCCDS^ 

>F#stf>6*i5(»£P). 

CO 04 5] C©0#»6?l!6*fc<fc5K: 4 nPrPfcftLT 

IS^3F4rnAbcfc0^®tirC^Ci^t>^ e 3575537k 40 
DaliSO^S'O Ft*. MoCMFCO^r5i^< . HaCMFXB 
HuOIF4*t^£t^ £ OfcJf^CC 4>t2& *>ft & C £ 
0 <»E£fcW6©B7HaiL) , HuCWFSr^fcr, C 

W©lvrh©mAbfcBttU IS^r**£SSK:«»l3 
ft*. HaO1FXWHuCMF*ffl0^C^tC % C©3 5 71M37 
kDaga#gg&6ft&;^/c®£B\ ffl^fcffflp^©lffl 
HT?&&fi£3ft&. HaPrP, MoPrP&tfHuPrP 

©C>m^*fU-Cfe[^Gct: ; )CCS^T^£C^C£«, 
C©3«©mAb**. ^AX^- 7^XSyt F©PrPpJ 50 
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m/\b#7 s y|HBWcS^< HMtttBBLrv*© 
t?ttfc < > A#fi&!S*»J6K:S^< 5vHtt4SSS5tE 
Lrt>ac£*sur^a. b^hcco^xm^cm^ 

ft£*2SW©mAbtf, BoPrP(cfeEI«(ciWSfl:»ffi{cJ:^ 

[0 04 7] »>W5. wAb©ttg©tt»(4) 
##feW©mAb©$%. 5C8-113**** Fv$*©H#S 

£ L**»cfwu deaet? < yji/^-awoir^ 
fcte^s -efc tr-x* L/fcSBfti# 9 a *^i*r r hu 

PTP*«Hl/fclS**B6©ASCfB«C^-r. B6CDA 

M*6«(*«s*js*aft"CBXQi«c^fcfe©) 

f4£L> ±IB©^^ACcii-rc:£tCckOfflMU/cfe<D<D 
[004 8] £fjOU->*>e>, U->l:ffl^lS, U 

a, &t;u->4 : *7A*m»jB©irc*s#. 

*3W. C©<t^&fiASa©*C»ffl»iS^, C(D*7A 

*— aa-r K^rfis»ai»Bi©«t 5 ^rHuPrf®a^> 

FW«o * 0 £»*±3&J* J: 9 » C £#*>*» 

©^RWiBAfia^^©gtt**^*, AKftSfeeSrtt 

BLfcfc©r*s. u->cDiji)ttcm ®6a©J8^£ 
Isior^D, u->5©^5AiSfflH»«ioe*«r* 

[004 9] ttW* btc r HuPrP»^£, B6 < A^ 
BB«rt*6ttl*:«a»)BWR«C<ta»j!|l«:*trfc£H 
•htiift* (*EP) £K^(C, ^S(4B20kDa©, A 
»Ha#*ff*Sa©iBA*sW6*t?*4 b 

/CT^^r, 5C8-113 g!S^P^»J>^3^7 7 
P - * CL4BCC A ^> ^7 ^ A-sr B^^cffiSJ 41" ^ C £ 

ircattw^-c***, -a©*7A»ff-cB»B* 

69«7JS*W5U:©flKtfT 9 C £3OTI(Br*S£B 

[0 05 0] ^j?fegH6 . mAb©ttK©tt» (5) 
C©Htfc«|-Ctt. HaCMF, MoCMFSC>*HuCMF4*t^5iJS£ 
L s mAb£ UT5C8-105, 5C8-109atf5C8-U34ffll>. C 

*i 6 ^ «J© SKtt4m 

tcb<DX2h*> 0 ZbZb, S«3SPrP (Prf^ c ) tt^Df 
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SttOSIWKior. IESt3!PrP<Prf ) tBMt&M 

[0 05 1 ] Ctitt, B^H^^r^ftiJBjEJhr*^ 
PrP"^ cosaoWMtME 
W3ftTl>ftl>M>5*l|£M>£oT, HBS©H8feH 
^©Slft? * & 4 C > 5 C*6» r C » * <t C 

tttbZ* 3 6K, ««©»WK:prP'"Satf. ggfeg 
T (4«i3tlW4) ftiftSPrr-'OfMlttWC, 10 

«M±CC PrP r e ' 3^»ftT * >9iMtMR) ti 5 J: 5 K ft 
^Ttfct<hB*j|-C*&. 

[0 0 5 2] jfe-f, H7B. HaCMFfcStataMi U * 
S!B©mAb© 5 5C8-105, 5C8-109RO' 5C8-113&ffll>T 
^t»*Lfc«3^*«:pi«fStt(05a <PrP"') # 
#ftT**5jM^Ofcfc©r*-&. S63Ktt»«cfflt»fc 20 

tnfttt. tf>l-7i : 5C8-105, yjl/-^2: 5C8-109, R 
|^y;l/-^3: 5C8-113T\ &dOb-:/£i, U->a: H 
aW£5fcTPK#tfIU *©fj^S««:Lfc*© % b:H 

[0053] Htt*. HaCMF, MoCMFS^HuCMF^^lnM 
iUTfflC^ *»9B©mAbibr5C»-105. 5C8-109Rt>'5 30 

C»fcStft!SJg(tt, ;**;l/A : HaCMR J**)IB : MdCMF, 
RCM*;I/C : HuCMFC&D, fe&ft&£flHtfcmAb©y 
A*-* RC««*»l/-->BH70WI!4Bli:r* 

ife^Dr-ft- fefK(PK) mm. 
x prpsa t«f kAaa-r s c 4 ic <t 9 ff ft o &. 

[0 05 4] H9tt. HaayFSW^jRKiL, #&W©m 40 

Ab£0T v 5C8-105 < 40b- 7*1 ) % 5C8-109(£Ol-:/ 
2)Rtf5C8-U3(^-^3)*ffl^r^a:»0, *© 

'immwz pk^s u 6 ^a ©&fe©§® 

L/ctcDT^S,, ^*;VAB. ^xx^>^p-yh (w 
B) *LfclM)l«±CcWlfLfc8a^OK*, -#tSft 
£OT3F4&i£ffit\ r^liir7^>?:/BC\ 
=^KSI4UTtr*^>»»ALP*ffll^ NBT-BCIPT'^ 

©Jfifi©S£t>***(/fc«>©r, -WR*4(/r<D3F 50 
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(GAMIqCBi) £ffffl3tt *©&7trS/>-ALPBi£*8 

£3ii\ NBT-Bap*>*TAr2fefe 3 tt/t &©?&£■ 

[0 0 5 5] HicHtt. HaOF (A*Jt>A) RtfMoCMF 
C/<*Jl/B)*S**tajaib, 5C8-U3BiAb*ffll»"rft3Kit 

ffcI*Ufcfc©T?*a. '<*Jl'ARtf't*;l'B&fc % u- 
>i: PKffia&U U->2 : PK 25Mq/ml 37°C 3QJM& 
a. U->3 : 60^^S> U->4 : 9Qfl«L U-> 
5 :i20JMBaU PrPKfl'O KOSfefett, H9B£ftfK 

[0 056] BIllB, HaCMF A) RtfMoCMF (rS 

**B) *»*tSJI<!:U 5C8-113rrAb£ffl C ^ X %Mm 

*T«Bfl,fcfc©T*S. ^*Jl/ARW/<*Jl^BB4 
fc, 1 : PK^ffiftL/, U->2 : PK 25/iq/ml 37 

°C 30^^S, U->3 : PK 50/zq/ml 37'C 30^^Jiv 
b->4 : PK 100/iq/ml 37'C 3<tfM&fiU Prf^SO 
SfeBtt. H9fiRCfHioiH*0*ffir, Sfefii«ft*tf o 

[0 05 71 H7*6«6*ftti<, ftafl»r*» 
CCPK^ab/cii^ (U->b) Hfc*£/l. as^ofca 

**>*s (^ep) 0 tct» c©H«sa4bfca{c«» 
t-*prisa©Rd^tt©^ttf©sflrr*i©^ 

*SS^> KOWSKttfftC^ FVDF||«:W*l/fcSa^ 
>K4WHeC7Sl//c*>©3&SH9<DB"C*S. §9<DA 
tt, H7R»H8©A<!;H«K: k HaCMF4»«HaKi 
L/, Afl-Ab-PC»6*4+»K:j!fe»Ufc^ pk^S^tU 

/c^>0 (PK+U-» iPKSaa*bft^fcCD (PK-P- 
>) «c^WC«>x^5f>ypv h^O, — ^Ctat*3F4Bi 

t r try > - tr* * > ALprae 3 « 4> ©r * 6 0 

[0 05 8]-*, H9©Btt. Aq • Ab • PG«^#*a 

7 h LfcPVDFR{t«aa4, -*tt*3HW*ft»S« 

(GAMIqCBi) **ffcfcjto*TfBB S*, ^fe©^®^0 
o/ct©r*^ 0 »ft(D»3«!l*«W6*>r*9 ,52-60 
kDa (r*) , 34 -36k Da 34kDaEEft) v R^* 

24kDaiD3^;U-^©Pl4SfiittSa^<> K3WB»6ti* 

[005 9] Hl(»i, HaCMFRO'MoCMF^t>Tft@ttK 
L/cAq- Ab-PCffi^^r, RRUe<DHC«fflC^fffiMM 

6i> 1. PK^ffiftL, 2. PK&S30#, 3. PK^ffi6Q^, 
4, PK$AIi9(tfh 5, PKMSl205>"C^>€)„ H^6^6tl 
S©«, Ha, MbWOiF<5:fe52kDaiga«*5aB#rBl©fi3 
tCtb«l/r»»3tlS^ 34kDaSa«, HaCMF*©^ 
©?tt9QJMfta*T\ MoCMF*©fe©t:' «120»*T, PK 
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K«fc zmi tff a £ a a t> 1 1» 5 c & -s 

(*E|J) „ 120ft&ra£T-5£, HaCMF#PrPBa>£tD?8 

[0060] &(C. HaCMF£*fflinjI£ LTfffcAg • Ab 
• PCa^^Ri^MoCMF^Miltnili OTfi/cAq • Ab • PC 

«£fltt:»L'tFK!ME*g*.T. ffiKtt©*Ig£$f*L 
fc©#igil-C*S. ^•*;H*01o4lBli|{f: > A^HaCMF 
*#*StK£ Ud#£, B*JMDCMF4*f3RtSM4 Lfc» 

U->lttH<te8&U l/->2ttPK 25>ig 10 
/ml. U— >3BFK 50yq/ml, U— > 4BPK I00«q/ra1 
HaCMF*>P}^Cai£ LfcJi^-e», PK100fig/m 
l*T'34kDate<fctf24kDag6©P^fttt#W6:frr* 

[006 1 ] Mo«»F5^tnll4 Ud#£-Ctt, PK 50 
M g/ml £ -€<D PK©?B{bf£fflK:*t L T 34 k DaSO'24 k Dag 
mmtn&Zmt. «±0875M0li». KBfttftWC 
^^mm&'^x^-RtfvOxa^Bt HfcglT 

[006 2] #2fel!U©nK\b©7 V $ A 7*B> V> dOl/ 
Ayr ^ 7 *-y 3 > (SRID) j£. SC/iaV 

fc. 0971)S0ii«:teWSAMiqGBi«:J:.5^xxi!>y 
£#>T*&. HsTSMSntCTpSttS. Cft£>PK©fiHb 
©3F4 mW^SJS^Ptt* 1 6 . PrP" " "C* & C £ «=> 

£|BJB#iC. *|6B^CDmAb*JCh6©PrP r, **i2^*g^L 
T&£«£(*£ffjf£-C S £ C £ ZTjkVX^Z. 
[006 3] 

ttm-rsc s-iuvvm*, %? 

1$»£sDsteJ:U t 2y;t'#7>x£y--ju (21*) 40 
uy?t^L-( (dtf) *JAoti»s; ne^ft 

£§&•;£ LfcJSSgjftfcigSPU S 6Kl00'Cl0#£<,> 

[0064] btc.&ix. c0£5*m<T-fgmm 

$-€-©*>©*£(,>B37?iM4fl©7 5 s®&m&8M&-£ 
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#*©K#fli&4«r> fctflS©. KfclWSKgHTSE 

-c*s (skh 0) ©jare) . 

[0 065] S hiC^mMt. r PrP^CCftLTBgt 
flfmtor* S6H4&V 3F4£ * * 0 St) 6 ttt»IS£tt*5* 
-r©*-C*S*5. *flH#Bi (CMF) *©^MPrP»^C>P] 
t/TB. gJ#©6H4RO ; 3F4 rnAbiO^StEttCCSnri,* 
£. CftB. K^©mAbt?*S6H4Ri^3F4-CBm6tl!5: 

[0066] ^2 

ftfSatt, ftjiMtt (isofonn) iifrfC 4KJ:9jE* 

©fti^iu-aamstis. c©/c*> &3ttiiw 

«att*W»LfePrP«e (PrP"') ©ffSSrSMS-TS 
CiWfelWiShtJfc. L*»U S£*PrP"'*iii 

**^B5ECl//dIft©JB. 'iWW, PrF"*©§ 
[0 06 7] C©ffiSB, m-{CPrP r "©fffiil3{»5 > g 

Sfc»ccffl(,»sjKf*3&J^©^iawa^«j»«r^-c* 

ifcBBMiarSfcS). PrPtPrP— £*Ei8IJ-r 

•c, PKteffiBuK:«SiSffi^'r^at,»/c»(c 1 1) PK©ft 

mmimi\ 2) ^WKig?gg©prp-"B^tb^ti 

£ ft S . £ t, >^ 7*J.^3ftJ* -5 fc„ 
[0 06 8] plgi (4) ©. TiffiS!igffi«:Dlt6£1-Sj 

£i»5««i4» cwjr^ccfirSgprp-'^a^^fctf) 
*>T-*0. ynA->r>ffittfbH2y rn-^a 

PrP?rffi|J-r-5C£4)r-tS 0 CilB. fif*©gt??nrtbt? 

sa»6tiftt»*ttt«jftr*9 . <siis©prpga^ii 

»tSIHi-rSC£SrPl86£r'S^t%^S!&»*S. 
[0069] ^3 

mmztf 9a^mc». ipWKffiigK©prr"ga*£& 

*J:<*fliL/ft<'Ctttt6ftl,». Pr^"©^^©* 
*»SWKSE1-C* .5Ci#©??S^^K^bti^3iffi 
?B. Prl'£PrP r "£43R*£fcBttii»Lrr. PK*^ 

C©fc». rpK©?mbfPffl£©Wffl-cj £l^C 
£*iSS^tt^}#o (BH (5) ) . *l6W©mAtt* 
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fmmmtc* onmm itc&v. wmmz -eprp 
r "*i*aiBi3er*c4*sBittr**. 

[0 0 7 0] awu 



[007 5] 6 . nPrP, nHaPrP. rtfoPrR. nHuPrP, nBoP 



kft-tt/c. CftB. c©JiWttc#gft 7. SDSPACE; SDS* D7i";.>t>T5 K^MBSBMb 

K«ai/*i^k*ttv-*-*lft*l/fclSJMf6hr* 8. pvdf; 5K';tf-'Jr>7;U^-7-Y K 

fc-l&ffJ&TfiWat?**. Lrf»L&iS, ftflJOPrP'" 9. bcip; 5-^Q ; e-4-?nn-3-OF'Ji« 

^i'(D«k^{c4-r.J,©^it,^SFpl SO'PrPiPrP"' gf 

iJ*fflE«:8Qft'5Itt'T:*aiiOKIWrtltlli*«J8 10. net; - hnt/^-f h^/'JW 
tc. PrfiPrP— Sia©tt»!K|ig-Cffliag±t?a 10 1L CMF:fU8#iS 

ffl3ft£«fc5K:&-?T:i,>£. [01]01B> *^©niAbteJ:C>'et»l©inAbi. rBoP 

[ 0 0 7 1 ] t ft* $ . &&B*© rPi ©&&tt&&{C*sWSfe^j£tt4^^i^0 

pr^e©ei7^v:M7W®^K&£^ft;Wt [02] 02(cte<,>-c. aB. *%m<D«*bte£vwa 

fcftSil,* 5 C©«fc5&»£, PrP"'©?? ©mAb<t, tWrPtO^ft^iCislI 

*E*«WiMmE©^«C»^4JM»«*><tlO. fi£ Tft-fWUMttH't?* 0 . bB. *&BJJ©mAbfc£t>mi 

alea«©J:5K:«iSftr*fc*««c#L-C«H*atf ©mAbi, rHaPrP4©^itKaKteWS*«JSlc;tt4 

^WSit^MfSitt* (igjg (6) ) „ *^W©mAb 7n?mmj*»l0-C*D . L/T, cB. SWOmAbteJ: 
B, HaCMF, MdCMF. HuCMFi t>5 , ^^tt^Kft*)! 20 tf&fcKDniAbi . HaCMF^PrPiC^ttSiSKteWS 

ieiM0mM>-CB±<»6ftair>a»-C**. [03]03B> HuPrPB£^£i(§#i£^c*J$iI©« 

[0072] $0315 m<0 1> a - >© r HjPrPg6&3Iffi£»?mmj*llj0-e 

jW^^ir*Pr«e©i»;>Clll«*B«rSMe» [H4] H4tt. *»W©mAhR0t8Wsnin(«)i. rHuPrP 

PrP r "§ie5:«ltHl5)«-r^t^2^>^f-A©^(CfJfflb SO. Hlftd^tT^i, 

5*Ja#-C*SCi€r*LTl»S (g!gl7) . [05] 05B> *|6W©niAb-C*S5C8-105. 5C8-109 

[0073] ^S6_ 30 SC^5C8-U3t, nHaPrP (^'*JUA) . r*bPrP 

^WOmAbW, rBoPrf\ rHaPrP. r MoPrP, r HuPr B) XBnHuPrP (^**;UC ) £©$M$£tt&£K:*Jtt&$& 

P» HaCMFcb©n HaPrP, MoCMPf n MsPrP, Rtfigftt h j^IfcttfcjjVf «5£tfMft0-C* 0 . SffiKffl^H-C* 

WS^fflIS4*HuCMF«© n HuPrP^itjitciSI^S^-r 5. 

CftB^>, ^AX*-, v^XSO't htMDffi [06]06B. A&O'Bi&fc, #|PJJ©mAb-C** 5 

-riztz+ftm&zMz&Mk-cibz. ell. tmm <to. A^a*^©rHuPrp^*tt^*w«L^g* 

M«6 B. 0J: 5 ±*-*BMI ( 1 ) 7bS tR^WUMW-C * 0 . HBfW8SX"C*S. 

SSS (6) *:+#JBfcOTV£4#e>*k S£jfc©gE#niA [07] 07B> *^©3«S©mAb (>**;H . 2 

MCB)5cl,>^&!Hf1»t?*Sil,>A*. RCJ*3) 4. HaCMFtb©PrPi©ra©^J$it^©7'af 
[0074] @g©lg 40 A -f— b'K (PK) {CWT€»Jg$ttt*^-raMi*»0-C* 

C©Wi«{cfcl,>r. TfB©B5^B. TE©1»# 0. HfflWBWC**. 
fcWf*. [08] 08B. *^©3««©in«)(U->8fK 

1. lP;%mtmk 2Rtf3) 4. HaOF (/-!*iVA) , HaCMF (^^/B) 
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